Significant decreases in the protein levels of potassium-chloride co-transporter 2 (KCC2) were detected in the ipsilateral spinal dorsal horn 4 h following loose ligation of the sciatic nerve. These decreases were associated with a change in hindlimb weight distribution suggestive of pain behavior. In contrast, no changes in GABA-A receptor subunit alpha-1 levels were detected. The decreases in KCC2 coincided with a significant ipsilateral increase in BDNF protein levels. Both the decreases in KCC2 levels and the early pain behavior were prevented by intrathecal pre-treatment with the BDNF-sequestering TrkB/Fc chimera protein or the tyrosine kinase blocker K252a. The ligation-associated decreases in KCC2 levels were transient. In the ipsilateral spinal dorsal horn of ligated animals exhibiting weight-bearing pain behavior 7 days after the ligation the KCC2 levels were identical to those in control or sham-operated animals. These data suggested that TrkB-dependent reduction in KCC2 protein levels in the spinal dorsal horn was an early consequence of peripheral nerve injury. This decrease in KCC2 may have elicited an early increase in overall dorsal horn neuronal excitability perhaps through a loss of GABA inhibition which is critically dependent on KCC2 activity. The increased neuronal excitability may in turn have caused enhanced and exaggerated communication between primary afferents and dorsal horn neurons to contribute to the early behavioral signs of pain. Ó
Introduction
The loss of GABA inhibition may at least partly contribute to the development of pain following peripheral nerve injury (reviews by [7, 10] ; also recent reports by [1, 14, 19] ). GABA-mediated inhibition appears critically dependent on the activity of the potassium-chloride co-transporter 2 (KCC2), one of four currently known members of the family of potassium-chloride co-transporters [24] .
During early brain development, activation of GABA-A receptors typically elicits excitation because of the action of another co-transporter, the sodium-potassium-chloride co-transporter NKCC [2] . However, during maturation, the expression of KCC2 progressively increases, and KCC2 activity replaces that of NKCC. This then shifts the early GABA-A receptor-mediated excitatory responses into inhibitory in adults. Nevertheless, GABA-A receptormediated excitations have also been observed in adults following tetanic stimulation, axotomy, neuronal trauma, or epileptiform activity [12, 13, 22, 32] .
A reduction in KCC2 mRNA and protein levels in the spinal dorsal horn may similarly shift the normally inhibitory synaptic currents to excitatory thereby increasing lamina I neuronal excitability following 
